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Continuation of Box 1.2 
Claims Nos.: 28,33,43,45-52 



Present claims 28, 33, 43 and 52 lack support within the meaning of 
Article 6 PCT and disclosure within the meaning of Article 5 PCT with 
regard to essential technical features for the embodiments claimed, thus 
rendering a meaningful search over the whole of the claimed scope is 
impossible. 

Present claims 45-51 relate to an extremely large number of possible 
proteins. In fact, the claims contain so many possible proteins and 
variables (e.g. use of "..may.." claims 46-49) that a lack of clarity and 
conciseness within the meaning of Article 6 PCT arises to such an extent 
as to render a meaningful search of the claims impossible. Indeed it is 
acknowleged that at least some of the claimed proteins e.g. L0MT19 are 
known (HSP60) in the prior art thus indicating that the claims do not 
determine the subject matter for which protection is sought .rendering the 
subject matter. 

The search was limited to the use of differential protein expression in 
the detetection and monitoring of insulin res i stance . 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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International application No. 
PCT/GB00/02110 


Applicant's or agent* s file reference 
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International filing date (day/month/year) 
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Priority date (day/month/year) 
01 June 1999 (01.06.99) 


Applicant 

CAWTHORNE, Michael et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

27 December 2000 (27.12.00) 



| | in a notice effecting later election filed with the International Bureau on: 



2. The election | X | 

□ 



was 



was not 



made before the expiration of 19 inonths from the priority date or, where Rule 32 applies, within the time limit under,, 
Rule 32.2(b). 



The International Bureau fWlPO 


Authorized officer 


34, chemin des Col mbettes 


S. Mafia 


1211 Gen va20, Swrtz riand 
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PROTEOME SCIENCES PLC et al 



1 . Notice is hereby given that the International Bureau has communicated, es provided In Article 20, the International application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AG,AU,DZ,KP,KR,MZ,US 

In accordance with Rule 47,1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE / AL r AM f AP f AT,AZ / BA / BB,BG,BR,BY / CA / CH,CN / CR,CU / CZ,DE / DK r DM r EA / EE / EP,ES,FI / GB / GD / 
GE^H^M^R^U^DJLJNJS^P^KE^G^KZ^LC.LK^LR^S.LT^U^V^M^MD^G.M^MN^MW^MX, 

NO,NZ,OA / PL / PT / RO / RU,SD / SE / SG / SI,SK / SLTJTMTR,TT,T7! / UA,UG,UZ / VN / YU^ZW 
The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the International application (Rule 49.1(a-bis))- 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
07 December 2000 (07.12.00) under No. WO 00/73330 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date- 
It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IEJ/301 (Notification of Receipt of Record Copy) and Volume ll of the PCT Applicant's Guide. 
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Applicant's or agenfs file reference 
SJK/BP5859228 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/G BOO/021 10 


International filing date (day/month/year) 
01/06/2000 


Priority date (day/month/year) 
01/06/1999 


International Patent Classification (IPC) or national classification and IPC 
G01N33/50 


Applicant 






PROTEOME SCIENCES PLC 







1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

D This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I Basis of the report 

Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



II 


□ 


III 

IV 


□ 


V 




VI 


□ 


VII 
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VIII 





Date of submission of the demand 
27/12/2000 


Date of completion of this report 
28.06.2001 


Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
Wjft D-80298 Munich 

C^ 7 Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 


Authorized officer ^-s^r-^ 

Wieser, M (f Sfl j) 

\^ // 

Telephone No. +49 89 2399 8434 



Form PCT/l PEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/G BOO/02 1 1 0 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1-110 as originally filed 

Claims, No.: 

1 -52 as originally filed 

Drawings, sheets: 

1/66-66/66 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
claims Nos. 28,29,33-38,43,45-52. 

because: 

H the said international application, or the said claims Nos. 38, industrial applicability relate to the following 
subject matter which does not require an international preliminary examination {specify): 
see separate sheet 

the description, claims or drawings (indicate particular elements belovtf) or said claims Nos. 29,34-38 are so 
unclear that no meaningful opinion could be formed {specify): 
see separate sheet 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

K no international search report has been established for the said claims Nos. 28,33,43,45-52. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 3,5,6,8-14,16,17,19-24,29-31,39-42,44 
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No: 



Claims 



1,2,4,7,15,18,25-27,32 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-27,30-32,39-42,44 



Industrial applicability (IA) Yes: Claims 1-27,30-32,39-42,44 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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S ction III 

1 . Claims relating to inventions in respect of which no International Search Report 
has been established need not to be the subject of International Preliminary 
Examination (Rule 66(1 )(e) PCT). Accordingly, claims 28,33,43 and 45-52 are not 
subject of this written opinion. 

2. In addition, the subject-matter of claims 29 and 34-38 is so unclear (Art. 6 PCT), 
that no opinion on novelty and inventive step can be given. Claim 29 refers to a 
method according to claims 1-28, wherein the differentially expressed protein 
(DEP) is a member of a group of proteins which are designated by internal 
designations only. Said designations are meaningless for a skilled person. In 
claim 34 the same designations are used to define a protein for use in a method 
for medical treatment. Claim 35, and dependent claim 36, refer to the use of any 
agent identified by the method of claims 1-32. A chemical substance cannot be 
properly defined in a claim by reference to a method for its identification. The 
same applies to claim 38. In claim 37 the used agents are defined by the above 
mentioned internal designations. 

3. Claim 38 relates to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated 
with respect to the industrial applicability of the subject-matter of this claim (Article 
34(4)(a)(i) PCT). 

Section V 

4. The following document mentioned in the International Search Report is con- 
sidered as being the most relevant prior art: 

(A) ELECTROPHORESIS, vol.20, no.4-5, 
April 1999, pages 935-42 

5. Document A describes a proteome analyses of livers from obese diabetic (ob/ob) 
mice treated with the PRARoc agonist WY1 4,643. Obese ob/ob mice and lean litter 
mates are treated orally with the agent, then killed and the livers are removed and 
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snap-frozen. The liver protein compositions are investigated by high-resolution 
two-dimensional gel electrophoresis. It is shown that WY1 4,643 produces 
upregulation of 16 proteins, 14 thereof are found to be components of the 
peroxisomal fatty acid metabolism. It is concluded that the used animal model of 
insulin resistance and diabetes points to a therapeutic effect of the tested 
PRARa agonist, and subsequent studies with similar agents are envisaged (see 
abstract, discussion and table 1). 

6. The Applicant argues, that document A, contrary to the present application, does 
not describe the identification of markers linked to insulin resistance and the use 
of such markers in a method of screening for agents which are capable of 
changing the expression of these markers. It is the opinion of the authority in 
charge of the International preliminary Examination, that the 16 proteins found in 
document A to be upregulated in ob/ob mice after WY1 4,643 treatment have to be 
considered as being "markers linked to insulin resistance" as defined by the 
Applicant. Moreover, the Applicant holds, that document A1 does not describe the 
comparison between subjects according to the paradigms in the present 
application. The paradigm as defined in claim 1 , saying that at least one protein is 
differentially expressed in tissue from "subjects having differential levels of insulin 
sensitivity", is considered as being nothing more than a statement which stands 
beyond any doubt in professional circles. The "subjects" are defined in more detail 
in dependent claims 4,5,8,10 and 12 to 17, as being for instance "normal subjects" 
or as being "abnormally insulin sensitive", "comparatively insulin sensitive", 
"insulin resistant", having "acquired higher than normal sensitivity", which are 
either treated with the agent to be tested or not. Using the wording of the claims, 
document A seems to disclose a method wherein a substance, WY1 4,643, is 
tested for its usefulness in treating insulin resistance, by obtaining tissue samples 
from normal and from insulin resistant subjects which have been treated with the 
substance, and determining the presence of differentially expressed proteins. 

The disclosure in document A is considered to anticipate the novelty of claims 
1 ,2,4,7,15,18,25-27 and 32. These claims do not meet the requirements of Article 
33(2) PCT. 
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7. In the light of the disclosure in document A, the subject-matter of claims 3,5,6,8- 
14,16,17,19-24,30,31,39-42 and 44, does not seem to be based on an inventive 
concept per se, contrary to the requirements of Article 33(3) PCT. 

8. For the assessment of the present claims 38 on the question whether it is 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claim. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 

Section VIII 

9. The term "by reference to a previous correlation between such a determination 
and clinical information" in claim 39 item (d) is not clear and obscures the scope of 
the claim (Article 6 PCT). 

10. Terms like "normal", "abnormal", "comparatively sensitive" and "higher than 
normal" are open to interpretation and obscure the scope of the claims in which 
they are used (Article 6 PCT). 



Form PCT/Separate Sheet/409 (Sheet 3) (EPO-April 1997) 



^ATENT COOPERATION TREAT 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 

SJK/BP5859228 


FOR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/1S A/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 
PCT/GB 00/02110 


International filing date (day/month/year) 

01/06/2000 


(Earliest) Priority Date (day/month/year) 

01/06/1999 


Applicant 

PR0TE0ME SCIENCES PLC 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 5 sheets. 

|X] It is also accompanied by a copy of each prior art document cited in this report. 



1. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

| | the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



|X] Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box It). 



4. With regard to the title, 

| | the text is approved as submitted by the applicant. 

[X] the text has been established by this Authority to read as follows: 

METHOD AND COMPOSITIONS RELATING TO INSULIN RESISTANCE DISORDERS 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

| I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box 111. The applicant may, 
1 — 1 within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



| | as suggested by the applicant. [X] None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



International Application No. PCTX5B 00 £2110 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 
Claims Nos.: 28,33,43,45-52 



Present claims 28, 33, 43 and 52 lack support within the meaning of 
Article 6 PCT and disclosure within the meaning of Article 5 PCT with 
regard to essential technical features for the embodiments claimed, thus 
rendering a meaningful search over the whole of the claimed scope is 
impossible. 

Present claims 45-51 relate to an extremely large number of possible 
proteins. In fact, the claims contain so many possible proteins and 
variables (e.g. use of "..may.." claims 46-49) that a lack of clarity and 
conciseness within the meaning of Article 6 PCT arises to such an extent 
as to render a meaningful search of the claims impossible. Indeed it is 
acknowleged that at least some of the claimed proteins e.g. L0MT19 are 
known (HSP60) in the prior art thus indicating that the claims do not 
determine the subject matter for which protection is sought .rendering the 
subject matter. 

The search was limited to the use of differential protein expression in 
the detetection and monitoring of insulin resistance. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



